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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



In^^Bonai application No. 

PCT/JPOO/04166 



I. Basis of the report 



1. With regard to the elements of the international application:* 
[X] fhe international application as originally filed 

I I the description: 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages . 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



, filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



filed with the letter of 



I I the sequence listing part of the description: 
pages 

pages 

pages 



, as originally filed 

_ , filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I I the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 

or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
pre!iminar>' examination was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
. been furnished. 

The amendments have resulted in the cancellation of: 
the description, paees 

□ 

the claims. Nos. 

□ 

the drawings, sheets/fig 



□ 
□ 
□ 
□ 
□ 



□ 



^ I I xhis report has been established as if (some oO the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed*' and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

** /l/iv replacement sheet containing such amendments must be referred to under item J and annexed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

I I the entire international application. 



claims Nos. 



13 



because: 



the said international application, or the said claims Nos. 



13 



relate to the following subject matter which does not require an international preliminary examination (specify): 

The subject matter of claim 13 is a method for treatment of the human body by a surgical operation or 
therapy, which does not require an international preliminary examination by the International 
Preliminary Examining Authority. 




the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify): 



I — I the claims, or said claims Nos, . are so inadequately supported 

I I by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 13 . 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

I I the written form has not been furnished or does not comply with the standard. 

I I the computer readable form has not been furnished or does not comply with the standard. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-12,14 



1-12,14 



1-12,14 



YES 
NO 

YES 
NO 

YES 
NO 



2. Citations and explanations 



1. Br. J. Pharmacol. (1997), Vol. 120, No. 2, pages 193-200 

2. US, 5639855, A(Shionogi & Co., Ltd.), 17 June, 1997(17.06.97) 

Claims 1-12 and 14 

The subject matters of claims 1-12 and 14 are not disclosed in any of the documents cited in the ISR 
and appear to be novel. 

The subject matters of claims 1-12 and 14 appear to involve an inventive step in view of documents 1 
and 2 cited in the ISR. 

Document 1 discloses that adrenomedulin has the function to relax blood vessels but does not display 
this function for the urinary bladder. Neither document 1 nor document 2 describes that adrenomedulin 
has the function to promote elongation of vesical smooth muscle and is useful in relieving urinary 
disorders, and a person skilled in the art could not have easily conceived of these features on the basis of 
common general technical know^ledge in the field concerned. 
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= (54) Title: COMPOSITIONS FOR PROMOTING PASSIVE ELONGATION OF VESICAL SMOOTH MUSCLE 

5 (54)«^a>««i: KK¥JtJS5<DSitiM#a^ffi5i-r^)fcto<o<afiR«!i 

m (57) Abstract: Compositions for promoting the passive elongation of vesical smooth muscle which contains adrenomedulm^ These 
= compositions are us*le in relieving urination disorder. Urination disorder means unna^^ mcontmence selected from the ^ouP 
— coniting of impending urinary incontinence, reflex urinary incontinence and urinary mcontmence with overflow. Also, a method 
1 rSSStion disord^by using compositions containing adrenomedulin and use of adrenomedulm for producmg drugs for 
= relieving urination disorder are also provided. 
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*iffi7$ /^*^e>jIi^Nm^T^ y^*T^ip&5J^D C C/HOB t T-SS^$-&, 
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mt.. M^<D:^^ {O. Keller^, Helv. Chim. Acta 
(197 4) 57:1253) {Cj:OfTt^#S, -mz. i^X)Vy^ Hi^-g- 

^T^ziizit. mm^^-v^jk^o. mi&t^^mm<Dwm^mii^miz'D<,^x<D7^y± 
'i:^m^m^^xrrt>rLm^o 7^y'^^:^m(DmtLx},t. nMo^mm^^mm^ 
nrzm&t^m\^^^:^ik. mmTizmsitP^EE<Dm^^ffo:^mf3iaimi-f^n^. 

t^'PizmmV:f^f>^^. 7-r^J^hVy^ h^>Xy':3.-'\)'-^^V^7-fVh=^y 

^ h^>xy^=L—^-f3iiz<DmMmm^mi^^x. mmowm^rMumtimf^m 
izm^^o ^^^zr^]^<D:^^T:^^z^$¥w^yxm&t^wm^-^x. mM:(DW 
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III. m&t^mm<Dwm^mm'Mm(Dmm 

2^fgBj©ia^^^«» ^M(Dm^'T;^r)n^o :^m^^<Dm^m\t. m^u tiM. 

IV. mw¥'mm<Dwm^Mmfs.^i\^(DiSi-^ 

Remington' s Pharmaceutical 
Sciences, Mack Publishin gtt^ E a s t o n. P 

11 
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:d^S5 OfiOTy r^TCOT^y^iB^W^^^^S, ^m^:/^\^X$>^ (Pep 
tide Institute. Inc. cfcOA^) „ 

(^iSM 1 : Il7 2/ hm&t<DWmizMT^7 H pt^^ ij >CD^;^) 

s-^-i 6mm<om^yh<Dm^^^fr-r^z:iiizjzr), mmvr^. ;k^^x:i<o 
\zmwi-t^^t\z^Ki. mmm^r^ntz. mi) . 
:2--+>— TD- 11 2 s (B^^ms:S[) ^ 1 smtixm\i^xmmoyr<DW^^ 

^"T. mWimh^. lOOnM THU'ypt5^3.U>&^tr (HfilE:) j&i^fe 
(n>hD— , 3 Om I ©^-f H^fg! (Tyrode* s 
s o 1 u t ion) '^'tCgbTSiS*. T-r h U ^/^ h^>X5rrL— 

1 g©3i;tf&j5^ttTSiomt. mm(D^im^mmm\zm'^\^r:io ^^u-Y^mm 

64TOiiDT*S : 1 3 9mM NaCK 2. 7mM KC K 1 
1. 9mM NaHCOj, 2. 6mM MgClj-eH^O^ 0. 4mM Na 
H,P0,-2H,0. 1. 7mM C a C 1 :feJ;UC5 . 5mM:5^;Uzi-X ; pH 
7. 4) . 

12 
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"f-^WL^mmmmm^^to wLm\mM<D^-^ (mm) sr. ^tw^^Pai (4» s: 

^>X5riL-+)— FOtfy^T^/T" TB611T (B^^mSiM) CiOmt. 
l^iBfeCDiR«S<£m3^e*I{cS!!5tL.fc. ^i*, ^-f D- ]^^«S4'tC 3 0 nM~ 1 mMO 

7-fe5^;mu>^^flobfco :intcJ:D. (0 3) « 

\,>X. 3 0nM~lmMCDTii^JW:3U>^mSOL.:^« -ntcJ:^. ll^JK^(D^iR 
25 ^MB\tf3ifi^^r:io 
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5 

3. Hiifag^^it^^^, -gjiai*^^^. Km^m^m. :^^zsmm^m^mf)^^fsi 

10 

(a) gB^J^Oge2?>J#-^ 2 O 1 3fi:(DS e rfi^^ 5 2^3:OTy r^T®75y®E 

(b) Tay^iaa^ij (a) iz:is\^^'Tihv<\t^m<oT5,/mf)^ifi^. giSfeb 

5. tatBTHUy^xn.U>;&«, 
20 (c) mm^(Ommmn2(Dli^L(OTy Ti)^^5 2^<DTy T^X*(D75.ymM 

2 5 mmm 4 iciBm<7)mj6K«^- 
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6. MI2THlxy^5='zLU>7&^. 

(f) T^jmmm (e) iz:i3\,^xihi.<\mm<DT^ym7^^x^. mmhi. 

7 . wiBT H y ^ u ( g ) mmm<Dmmmn 2 © - 9 4 ^&®m e t 

(h) T^y^SB^j (g) {c*5UTi 'feb<«i!:MOT^y^7&^*^^, SM'bb 

10. MET Hlx/pt7^:2.»J>{ci5lriT, i2^J^©iea^]#-^2©l 6^iS:(Z)Cy s 
ii2 1^(DCysti)K ^^]gl*5cfclX4~7©(.i-rn75Mc:|2 

1 1. mm^mt^. i^T^jvy^ hm^t^^. ^^^i o iz$Em<Dm.0zm. 
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1 4. sf^(iW3fi[iiiiSMjS-rsfe8e>oTi«^yptx:xU>(^^£ffi. 
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1 10 
Tyr- Arg - Gin - Ser- Met- Asn-Asn-Phe- GIn~Gly-Leu- Arg- Ser-Phe- Gly- 

HREIH 1 ■ RE2 1 I R£3 — 

I 

20 30 

Cys- Arg- Phe- GIy-T}ir- Cys-Thr- Vol- Gin- Lys- Leu- Ala- His- Gln-De- 
I 1 1 ■■ 



40 

Tyr- Gin- Phe-Thr- Asp- Lys- Asp- Lys- Asp- Asn- Vd- Ala- Pro- Arg- Ser- 
: 1 I — 



— RES • H 

50 52 
Lys-He-Ser- Pro-Gln-GIy- Tyr- NH2 
RE6 ■■ 1 
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SEQUENCE LISTING 

<110> Shionogi & Co., Ltd 

<120> Composition for promoting passive dilation of the smooth muscle at 
5 urinary bladder 
<130> S0042PCT 

<140> 
<141> 

10 <150> JP P1999-177549 
<151> 1999-06-23 

<160> 6 

15 <170> Patentin Yer. 2.0 

<210> 1 
<211> 1457 
<212> DNA 
20 <213> Homo sapiens 

<220> 

<221> CDS 

<222> (165).. (719) 

25 

<220> 
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wo 00/78338 



PCT/JPOO/04166 



<221> lat peptide 
<222> (447).. (602) 

<400> 1 

5 ggcacgagct ggatagaaca gctcaagcct tgccacttcg ggcttctcac tgcagctggg 60 
cttggacttc ggagttttgc cattgccagt gggacgtctg agactttctc cttcaagtac 120 



10 



15 



ttggcagatc actctcttag cagggtctgc gcttcgcagc cggg atg aag ctg gtt 176 

Met Lys Leu Val 

tec gtc gee ctg atg tac ctg ggt teg etc gee ttc eta ggc get gae 224 
Ser Val Ala Leu Met Tyr Leu Gly Ser Leu Ala Phe Leu Gly Ala Asp 
-90 -85 -80 -75 

acc get egg ttg gat gtc gcg teg gag ttt cga aag aag tgg aat aag 272 
Thr Ala Arg Leu Asp Val Ala Ser Glu Phe Arg Lys Lys Trp Asn Lys 
-70 -65 -60 

tgg get ctg agt cgt ggg aag agg gaa ctg egg atg tec age age tac 320 
Trp Ala Leu Ser Arg Gly Lys Arg Glu Leu Arg Met Ser Ser Ser Tyr 
-55 -50 -45 



ccc acc ggg etc get gae gtg aag gcc ggg cet gee cag ace ett att 368 

25 Pro Thr Gly Leu Ala Asp Val Lys Ala Gly Pro Ala GU Thr Leu lie 

-40 -35 -30 

2/17 



20 
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egg ccc cag gac atg aag ggt gcc tct cga age ceo gaa gac age agt 416 
Arg Pro Gin Asp Met Lys Gly Ala Ser Arg Ser Pro Glu Asp Ser Ser 
-25 -20 -15 

ccg gat gcc gcc cgc ate cga gte aag cgc tac cgc cag age atg aac 464 
Pro Asp Ala Ala Arg lie Arg Val Lys Arg Tyr Arg Gin Ser Met Asn 
-10 -5 -11 5 

aac ttc cag ggc etc egg age ttt ggc tgc cgc tte ggg acg tge aeg 512 
Asn Phe Gin Gly Leu Arg Ser Phe Gly Cys Arg Phe Gly Thr Cys Thr 
10 15 20 

gtg cag aag ctg gca cac cag ate tac cag ttc aca gat aag gac aag 560 
Val Gin Lys Leu Ala His Gin He Tyr Gin Phe Thr Asp Lys Asp Lys 
25 30 35 

gac aac gtc gcc ccc agg age aag ate age ccc cag ggc tac ggc cgc 608 
Asp Asn Val Ala Pro Arg Ser Lys lie Ser Pro Gin Gly Tyr Gly Arg 
40 45 50 

egg cgc egg cgc tec ctg ccc gag gcc ggc ccg ggt egg act ctg gtg 656 
Arg Arg Arg Arg Ser Leu Pro Glu Ala Gly Pro Gly Arg Thr Leu Val 
55 60 65 70 

tct tct aag eca caa gca cac ggg get cea gee ccc ccg agt gga agt 704 

3/17 
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Ser Ser Lys Pro Gin Ala His Gly Ala Pro Ala Pro Pro Ser Gly Ser 

75 80 85 

get ccc cac ttt ctt taggatttag gcgcccatgg tacaaggaat agtcgcgcaa 759 
5 Ala Pro His Phe Lea 

90 

gcatcccgct ggtgcctccc gggacgaagg acttcccgag cggtgtgggg accgggctct 819 
10 gacagccctg cggagaccct gagtccggga ggcaccgtcc ggcggcgagc tctggctttg 879 
caagggcccc tccttctggg ggcttcgctt ccttagcctt gctcaggtgc aagtgcccca 939 
gggggcgggg tgcagaagaa tccgagtgtt tgccaggctt aaggagagga gaaactgaga 999 

15 

aatgaatgct gagacccccg gagcaggggt ctgagccaca gccgtgctcg cccacaaact 1059 
gatttctcac ggcgtgtcac cccaccaggg cgcaagcctc actattactt gaactttcca 1119 
20 aaacctaaag aggaaaagtg caatgcgtgt tgtacataca gaggtaacta tcaatattta 1179 
agtttgttgc tgtcaagatt ttttttgtaa cttcaaatat agagatattt ttgtacgtta 1239 
tatattgtat taagggcatt ttaaaagcaa ttatattgtc ctcccctatt ttaagacgtg 1299 

25 

aatgtctcag cgaggtgtaa agttgttcgc cgcgtggaat gtgagtgtgt ttgtgtgcat 1359 

4/17 



wo 00/78338 



PCT/JPOO/04166 



gaaagagaaa gactgattac ctcctgtgtg gaagaaggaa acaccgagtc tctgtataat 1419 
ctatttacat aaaatgggtg atatgcgaac agcaaacc 1457 

5 

<210> 2 
<211> 185 
<212> PRT 
10 <213> Homo sapiens 

<400> 2 

Met Lys Leu Val Ser Yal Ala Leu Met Tyr Leu Gly Ser Leu Ala Phe 
-90 -85 -80 

15 

Leu Gly Ala Asp Thr Ala Arg Leu Asp Val Ala Ser Glu Phe Arg Lys 
-75 -70 -65 

Lys Trp Asn Lys Trp Ala Leu Ser Arg Gly Lys Arg Glu Leu Arg Met 
20 -60 -55 -50 

Ser Ser Ser Tyr Pro Thr Gly Leu Ala Asp Val Lys Ala Gly Pro Ala 
-45 -40 -35 

25 Gin Thr Leu lie Arg Pro Gin Asp Met Lys Gly Ala Ser Arg Ser Pro 
-30 -25 -20 -15 
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Glu Asp Ser Ser Pro Asp Ala Ala Arg lie Arg Val Lys Arg Tyr Arg 
-10 -5 -11 

5 Gin Ser Met Asn Asn Phe Gin Gly Lea Arg Ser Phe Gly Cys Arg Phe 
5 10 15 

Gly Thr Cys Thr Val Gin Lys Leu Ala His Gin He Tyr Gin Phe Thr 
20 25 30 

10 

Asp Lys Asp Lys Asp Asn Val Ala Pro Arg Ser Lys He Ser Pro Gin 
35 40 45 50 

Gly Tyr Gly Arg Arg Arg Arg Arg Ser Leu Pro Glu Ala Gly Pro Gly 
15 55 60 65 

Arg Thr Leu Val Ser Ser Lys Pro Gin Ala His Gly Ala Pro Ala Pro 
70 75 80 

20 Pro Ser Gly Ser Ala Pro His Phe Leu 
85 90 



25 



<210> 3 
<211> 1493 
<212> DNA 
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<213> Sus scrofa 

<220> 

<221> CDS 

<222> (148).. (711) 

<220> 

<221> mat peptide 
<222> (430).. (585) 

<400> 3 

gcggaacagc tcgagccttg ccacctctag tttcttacca cagcttggac gtcggggttt 60 

tgccactgcc agagggacgt ctcagacttc atcttcccaa atcttggcag atcaccccct 120 

tagcagggtc tgcacatctc agccggg atg aag ctg gtt ccc gta gcc etc atg 174 

Met Lys Leu Yal Pro Yal Ala Leu Met 
-90 

tac ctg ggc teg etc gcc ttc ctg ggc get gae aca get egg etc gae 222 
Tyr Leu Gly Ser Leu Ala Phe Leu Gly Ala AspJThr Ala Arg Leu Asp 
-85 -80 -75 -70 

gtg gcg gca gag ttc cga aag aaa tgg aat aag tgg get eta agt cgt 270 
Yal Ala Ala Glu Phe Arg Lys Lys Trp Asn Lys Trp Ala Leu Ser Arg 
-65 -60 -55 
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gga aaa aga gaa ctt egg ctg tec age age tac ccc acc ggg ate gcc 318 

Gly Lys Arg Glu Leu Arg Leu Ser Ser Ser Tyr Pro Thr Gly He Ala 
-50 -45 -40 

5 

gac ttg aag gcc ggg cct gcc cag act gtc att egg ccc cag gat gtg 366 

Asp Leu Lys Ala Gly Pro Ala Gin Thr Val lie Arg Pro Gin Asp Yal 

-35 -30 -25 

10 aag ggc tec tct cgc age ccc cag gcc age att ccg gat gea gcc cgc 414 
Lys Gly Ser Ser Arg Ser Pro Gin Ala Ser lie Pro Asp Ala Ala Arg 
-20 -15 -10 

ate cga gtc aag cgc tac cgc cag agt atg aac aac ttc cag ggc ctg 462 
15 He Arg Val Lys Arg Tyr Arg Gin Ser Met Asn Asn Phe Gin Gly Leu 
-5 -11 5 10 



20 



egg age ttc ggc tgt cgc ttt ggg acg tge acc gtg cag aag ctg gcg 510 
Arg Ser Phe Gly Cys Arg Phe Gly Thr Cys Thr Val Gin Lys Leu Ala 
15 20 25 



25 



cae cag ate tac cag ttc acg gac aaa gac aag gac ggc gtc gee ccc 558 
His Gin He Tyr Gin Phe Thr Asp Lys Asp Lys Asp Gly Val Ala Pro 
30 35 40 

egg age aag ate age ccc cag ggc tac ggc cgc egg cgc cga cgc tct 606 
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Arg Ser Lys He Ser Pro Gin Gly Tyr Gly Arg Arg Arg Arg Arg Ser 
45 50 55 

ctg ccc gaa gcc age ctg ggc egg act ctg agg tec cag gag cea cag 654 
5 Leu Pro Glu Ala Ser Leu Gly Arg Thr Leu Arg Ser Gin Glu Pro Gin 
60 65 70 75 

gcg cac ggg gee eeg gcc tec ccg gcg cat caa gtg etc gcc act etc 702 
Ala His Gly Ala Pro Ala Ser Pro Ala His Gin Val Leu Ala Thr Leu 
10 80 85 90 

ttt agg att taggegccta ctgtggcagc agcgaacagt cgcgeatgca 751 
Pbe Arg lie 

15 tcatgecggc gcttectggg gcggggggct tcceggagcc gagcccctca gcggctgggg 811 
ceegggeaga gacagcattg agagaccgag agtccgggag geacagacca gcggcgagce 871 
ctgcattttc aggaacecgt cctgcttgga ggcagtgttc tcttcggctt aatccagcee 931 

20 

gggtccccgg gtgggggtgg agggtgcaga ggaatccaaa ggagtgteat ctgccaggct 991 
caeggagagg agaaactgcg aagtaaatgc ttagacccce aggggeaagg gtctgagcea 1051 
25 ctgccgtgcc geccacaaac tgatttctga aggggaataa ceccaacagg gcgcaagcct 1111 

9/17 
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cactattact tgaactttcc aaaacctaga gaggaaaagt gcaatgtatg ttgtatataa 1171 
agaggtaact atcaatattt aagtttgttg ctgtcaagat ttttttttgt aacttcaaat 1231 
5 atagagatat ttttgtacgt tatatattgt attaagggca ttttaaaaca attgtattgt 1291 
tcccctcccc tctattttaa tatgtgaatg tctcagcgag gtgtaacatt gtttgctgcg 1351 
cgaaatgtga gagtgtgtgt gtgtgtgtgc gtgaaagaga gtctggatgc ctcttgggga 1411 

10 

agaagaaaac accatatctg tataatctat ttacataaaa tgggtgatat gcgaagtagc 1471 
aaaccaataa actgtctcaa tg 1493 

15 

<210> 4 
<211> 188 
<212> PRT 
<213> Sus scrofa 

20 

<400> 4 

Met Lys Leo Val Pro Yal Ala Leu Met Tyr Leu Gly Ser Leu Ala Phe 
-90 -85 -80 

25 Leu Gly Ala Asp Thr Ala Arg Leu Asp Val Ala Ala Glu Phe Arg Lys 

-75 -70 -65 
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Lys Trp Asn Lys Trp Ala Leu Ser Arg Gly Lys Arg Glu Leu Arg Leu 
-60 -55 -50 

5 Ser Ser Ser Tyr Pro Thr Gly lie Ala Asp Leu Lys Ala Gly Pro Ala 
-45 -40 -35 

Gin Thr Yal He Arg Pro Gin Asp Val Lys Gly Ser Ser Arg Ser Pro 
-30 -25 -20 -15 



10 



Gin Ala Ser He Pro Asp Ala Ala Arg He Arg Val Lys Arg Tyr Arg 
-10 -5 -1 1 



15 



Gin Ser Met Asn Asn Phe Gin Gly Leu Arg Ser Phe Gly Cys Arg Phe 
5 10 15 



Gly Thr Cys Thr Val Gin Lys Leu Ala His Gin He Tyr Gin Phe Thr 
20 25 30 



20 Asp Lys Asp Lys Asp Gly Val Ala Pro Arg Ser Lys He Ser Pro Gin 

35 40 45 50_ 



25 



Gly Tyr Gly Arg Arg Arg Arg Arg Ser Leo Pro Glu Ala Ser Leu Gly 
55 60 65 

Arg Thr Leu Arg Ser Gin Glu Pro Gin Ala His Gly Ala Pro Ala Ser 
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70 



75 



80 



Pro Ala His Gin Val Leu Ala Thr Leu Phe Arg He 
85 90 



<210> 5 
<211> 1376 
<212> DNA 

<213> Rattus norvegicus 

<220> 

<221> CDS 

<222> (154).. (708) 

<220> 

<221> mat peptide 
<222> (433).. (582) 

<400> 5 

tccagccttt accgctcclg gtt.tcjcggc ttctcatcgc ajitca^ ggactttgcg 60 

ggttttgccg ctgtcagaag gacgtctcgg actttctgct tcaagtgctt gacaactcac 120 

cctttcagca gggtatcgga gcatcgctac aga atg aag ctg gtt tec ate gee 174 

Met Lys Leu Val Ser lie Ala 
12/17 
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-90 

ctg atg tta ttg ggt teg etc gee gtt etc ggc gcg gac acc gca egg 222 
Leu Met Leu Leu Cly Ser Leu Ala Yal Leu Gly Ala Asp Thr Ala Arg 
-85 -80 -75 

etc gae act tec teg eag tte cga aag aag tgg aat aag tgg gcg eta 270 
Leu Asp Thr Ser Ser Gin Phe Arg Lys Lys Trp Asn Lys Trp Ala Leu 
-70 -65 -60 -55 

agt cgt ggg aag agg gaa eta caa gcg tec age age tac cct acg ggg 318 
Ser Arg Gly Lys Arg Glu Leu Gin Ala Ser Ser Ser Tyr Pro Thr Gly 
-50 -45 -40 

etc gtt gat gag aag aea.gte ecg ace eag act ett ggg etc eag gac 366 
Leu Yal Asp Glu Lys Thr Yal Pro Thr Gin Thr Leu Gly Leu Gin Asp 
-35 -30 -25 

aag eag age aeg tct age acc cea caa gee age act eag age aca gee 414 
Lys Gin Ser Thr Ser Ser Thr Pro Gin Ala Ser Thr Gin Ser Thr Ala 
-20 -15 -10 



cac att cga gte aaa cge tac cgc eag age atg aac eag ggg tec cge 462 
His lie Arg Yal Lys Arg Tyr Arg Gin Ser Met Asn Gin Gly Ser Arg 
-5 -11 5 10 
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age act gga tgc cgc ttt ggg acc tgc aca atg cag aaa ctg get cae 510 
Ser Thr Gly Cys Arg Phe Gly Thr Cys Thr Met Gin Lys Leu Ala His 

15 20 25 

cag ate tac cag ttt aca gac aaa gac aag gac gge atg gcc ccc aga 558 
Gin He Tyr Gin Phe Thr Asp Lys Asp Lys Asp Gly Met Ala Pro Arg 
30 35 40 

aac aag ate age cct caa ggc tat ggc cgc egg cgc egg cgt tec ctg 606 
Asn Lys He Ser Pro Gin Gly Tyr Gly Arg Arg Arg Arg Arg Ser Leu 

45 50 55 . 

cea gag gte etc ega gee egg act gtg gag tec tec cag gag cag aca 654 
Pro Glu Yal Leu Arg Ala Arg Thr Val Glu Ser Ser Gin Glu Gin Thr 
60 65 70 

cac tea get cea gcc tec ccg gcg cae caa gac ate tec aga gtc tet 702 
His Ser Ala Pro Ala Ser Pro Ala His Gin Asp He Ser Arg Val Ser 
75 80 85 90 

agg tta taggtgeggg tggeagcat t gaaca gtc gg gcg agtatcc eattggcgcc 758 
Arg Leu 

tgcggaatca gagagcttcg caccctgagc ggactgagac aatcttgcag agatctgeet 818 
ggctgcecct aggggaggea gaggaaecea agateaagcc aggetcaegt cagaaacega 878 
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gaattacagg ctgatactct ctccgggcag gggtctgagc cactgccttg cccgctcata 938 
aactggtttt ctcacggggc atacggctca ttacttactt gaactttcca aaacctagcg 998 
aggaaaagtg caatgcttgt tatacagcca aaggtaacta tcatatttaa gtttgttgat 1058 
gtcaagaggt tttttttttt gtaacttcaa atatatagaa atatttttgt acgttatata 1118 
ttgtattaag ggcattttaa agcgattata ttgtcacctt cccctatttt aagaagtgaa 1178 
tgtctcagca aggtgtaagg ttgtttggtt ccgtgtgtgt gtgtgtgtgt gtgtgtgtgt 1238 
gtgtgtgtgt gtgtgtgtaa ggtggagagc gcctgattac cgcctgtgga tgaagaaaaa 1298 
acattgtgtc ttctataatc tatttacata aaatatgtga tctgggaaaa agcaaaccaa 1358 
taaactgtct caatgctg 1376 

<2I0>_6 _ _ 

<211> 185 
<212> PRT 

<213> Rattus norveglcus 
<400> 6 
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Met Lys Leu Val Ser lie Ala Leu Met Leu Leu Gly Ser Leu Ala Val 
-90 -85 -80 

Leu Gly Ala Asp Thr Ala Arg Leu Asp Thr Ser Ser Gin Phe Arg Lys 
5 -75 -70 -65 

Lys Trp Asn Lys Trp Ala Leu Ser Arg Gly Lys Arg Glu Leu Gin Ala 
-60 -55 -50 

10 Ser Sfir Ser Tyr Pro Thr Gly Leu Val Asp Glu Lys Thr Val Pro Thr 
-45 -40 -35 -30 

Gin Thr Leu Gly Leu Gin Asp Lys Gin Ser Thr Ser Ser Thr Pro Gin 
-25 -20 -15 

15 

Ala Ser Thr Gin Ser Thr Ala His lie Arg Val Lys Arg Tyr Arg Gin 
-10 -5 -1 1 

Ser Met Asn Gin Gly Ser Arg Ser Thr Gly Cys Arg Phe Gly Thr Cys 
20 5 10 15 

Thr Met Gin Lys Leu Ala His Gin lie Tyr Gin Phe Thr Asp Lys Asp 
20 25 30 35 

25 Lys Asp Gly Met Ala Pro Arg Asn Lys He Ser Pro Gin Gly Tyr Gly 

40 45 50 
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Arg Arg Arg Arg Arg Ser Leu Pro GIu Yal Leu Arg Ala Arg Thr Val 

55 60 65 

5 Gla Ser Ser Gin Glu Gin Thr His Ser Ala Pro Ala Ser Pro Ala His 

70 75 80 

Gin Asp He Ser Arg Yal Ser Arg Leu 

85 90 
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